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DETAILED ACTION 

Claims 1, 4, 7, 8, 9-12, 19-21 are pending in the application. 

This Office Action is in response to the Amendment filed on 1/31/07. 

Response to Amendment 

The rejection of claims 1 and 4 under 35 U.S.C. 102 (b) has been withdrawn and changed 
into 103 (a) rejection in light of Applicant's amendment (see detailed reasoning below). 

The rejection of claims 9 and 10 under 35 U.S.C. 102 is maintained for reasons set forth 
of the record mailed on 5/5/06 and further discussed below. 

Claims 1 1, 12, 19 and 20 are rejected under 35 U.S.C. 103 (a) for reasons discussed 

below. 

Response to Arguments 
Claim Rejections -35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 9 and 10 are rejected under 35 U.S.C. 102(b) as being anticipated by Albert et al. 

In response to this rejection, Applicants argue that the teaching of Albert differs from the 
claimed invention because the two loxP sites are oriented in the opposite direction in Albert et 
al., whereas the vector according to claim 9 and 10 are oriented in the same direction. 
Applicants argue that there would be no vector generated in which the two loxP sites are oriented 
in the opposite direction. 
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This argument has been fully considered but deemed unpersuasive. As discussed in 
previous office action, the claimed vector is a product by process claim, which read on the 
product, regardless the process in which the vector is generated. The product is drawn to a 
vector comprising two loxP sites that cannot be recombined. Although the claimed vector of 
claims 9 and 10 may be generated from two vectors that have loxP sites in the same orientation, 
the claims does not recite this limitation, and the claim does not recite whether the resultant 
vector comprises two loxP sites in same or opposite orientation. Since Albert et al. discloses a 
vector comprises two loxP sites that do not recombine with each other, it anticipates the instantly 
claimed invention. 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 11, 12, 19 and 20 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Leboulch et al., in view of Araki et al (1997, Nucleic Acid Research, Vol.25, No.4, pages 868- 
872) and Albert et al. 

In response to this rejection, Applicants argue that the examiners uses a string of 
disclosure to find disclosure of every element of the presently claimed invention, and one of 
ordinary skilled in the art would not be able to find the invention obvious because the 
modification is drastic. Further, Applicants indicate that the Albert et al. is directed to the use of 
vectors in plant cells, not in mammalian cells. Moreover, Applicants argue that none of the 



Application/Control Number: 1 0/030,658 Page 4 

Art Unit: 1636 

reference teaches the step of isolating the trapped gene. Furthermore, Applicants argue that the 
difference in mechanisms of recombination taught by different references may result in 
inoperable embodiments. Applicants assert that 1) none of the reference discloses a nucleic acid 
comprising SEQ ED NO: 15 or 16; 2) the mechanism of recombination in Albert et al. between 
lox71 and lox66 is different from the claimed invention. Applicants argue that there is no 
motivation to combine the references and the limitation of pA and pV is not taught in the 
references. Applicants therefore conclude that the invention is not obvious. 

The above arguments have been fully considered but deemed unpersuasive. In response 
to applicant's argument that the examiner has combined an excessive number of references, 
reliance on a large number of references in a rejection does not, without more, weigh against the 
obviousness of the claimed invention. See In re Gorman, 933 F.2d 982, 1 8 USPQ2d 1 885 (Fed. 
Cir. 1991). In response to applicant's argument that the examiner's conclusion of obviousness is 
based upon improper hindsight reasoning, it must be recognized that any judgment on 
obviousness is in a sense necessarily a reconstruction based upon hindsight reasoning. But so 
long as it takes into account only knowledge which was within the level of ordinary skill at the 
time the claimed invention was made, and does not include knowledge gleaned only from the 
applicant's disclosure, such a reconstruction is proper. See In re McLaughlin, 443 F.2d 1392, 
170 USPQ 209 (CCPA 1971). Contrasted to Applicants' assertion, the modification of the 
primary reference is not drastic, for the only deficiency in the primary reference is that it does 
not teach loxP66 or loxP71 sites. In response to Applicants' assertion that none of the references 
teaches SEQ ID NO: 15 or 16, Applicants are reminded that the claims recite that such sequence 
is part of lox71 or lox66. Araki et al. teaches the synthesis of both lox66 and lox71 (see page 
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868, 2 nd col., last paragraph), although the sequences are not disclosed as SEQ ID NO: 15 or 16. 
Absent evidence from contrary, the lox66 and lox71 disclosed in Araki is considered same as the 
claimed lox71 or lox66. 

In response to applicant's argument that the claimed vector is suitable for use in 
mammalian cells, a recitation of the intended use of the claimed invention must result in a 
structural difference between the claimed invention and the prior art in order to patentably 
distinguish the claimed invention from the prior art. If the prior art structure is capable of 
performing the intended use, then it meets the claim. In the instant claims, it does not recite the 
structural difference from the teaching in the prior art that would result in the use of the claimed 
vector for mammalian cell only. 

In response to Applicants' argument with regard to different mechanisms, Applicants are 
reminded that the claims are not directed to mechanisms of recombination, rather vectors 
comprising recited elements and method of using said vectors. As such, as long as the vectors 
are obvious in view of the cited references, the mechanism of recombination does not impart a 
structural difference from the vector taught in the prior art. 

In response to Applicant's argument that the references does not teach every element in 
the claims, Applicants are reminded that the teaching of certain elements is direct, whereas some 
elements is implied. For example, the pV sequence means a plasmid sequence (as explained in 
claim 7). Albert et al. teach that p-luc constructs is in a plasmid (see page 650, bridging 
paragraph of 1 st col. and 2 nd col.). As such, it would have been obvious that the construct 
comprises plasmid sequence. As for pA, the polyA sequences downstream of the marker gene, it 
would have been obvious to one of ordinary skill in the art to add the polyA sequence 
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downstream of the marker gene, such as Luc as taught by Albert et al. because it is well known 
in the art that poly A is required for polypeptide translation. Since luciferase is expressed and 
used as a marker for identifying the recombinant events as taught in Albert et al., it would have 
been obvious that the construct contains poly A sequence down stream of the coding sequence of 
the luciferease. Moreover, the step of isolating the trapped gene is also obvious because the 
method of isolating a gene is well known in the art once the gene is trapped. This cannot be 
considered as an inventive step over the cited art. Therefore, for reasons discussed in the 
previous office action and above, this rejection is maintained. 

Claims 1 and 4 are rejected under 35 U.S.C. 103(a) as being unpatentable over Elledge et 
al., in view of Albert et al (as applied to claims 2, 3, 5 and 6 in the previous office action). 

The teaching of Elledge et al. is discussed above. Elledge et al. further teach mutant 
loxP2 or loxP3 that comprises mutation in the inverted repeat sequence of loxP. Elledge et al. 
further teach that other mutated loxP site can also be used (see col. 31, lines 35-39). However, 
Elledge et al. do not teach a vector comprises wild type loxP and lox71 or lox66. 

The teaching of Albert et al. is discussed above. Albert et al. also teach that lox71 and 
lox66 recombines more efficiently in. the forward reaction than wild type loxP (see Table 1). 

It would have been obvious to one of ordinary skill in the art that lox71 and lox66 can be 
used instead of loxP2 or loxP3 in the vector taught by Elledge et al. One of ordinary skill in the 
art would have been motivated to do so because the increased recombinant activity of said 
mutant sites. The level of skill in the art is high. Absent evidence from the contrary, one of 
ordinary skilled in the art would have reasonable expectation to replace the mutant loxP sites in 
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the vector taught by Elledge with lox71 and lox66 taught by Albert et al. Therefore, the claimed 
invention would have been prima facie obvious at the time the invention was made. 

Conclusion 

Claims 7, 8 and 21 are free of art. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Celine X. Qian Ph.D. whose telephone number is 571-272-0777. 
The examiner can normally be reached on 9:30-6:00 M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Remy Yucel Ph.D. can be reached on 571-272-0781. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 



Application/Control Number: 10/030,658 Page 8 

Art Unit: 1636 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Celine X Qian Ph.D. 

Examiner 

Art Unit 1636 
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